A 51-year-old female with a history of radical mastectomy with axillary lymph node dissection, adjuvant chemotherapy and radiation for a breast cancer was referred to the emergency room due to cholangitis. A CT scan showed a common bile duct mass invading the duodenum. After bile draining, the investigations led to an undifferentiated carcinoma with positive hormonal receptors. The diagnosis of a breast cancer recurrence was established and the patient was commenced on taxane therapy.
Introduction
Breast cancer is the most frequently diagnosed cancer globally. It's the leading cause of death by cancer in women. The systemic treatment of breast cancer recurrence prolongs survival and enhances quality of life but is not curative.
Therefore, treatment associated with minimal toxicity should be preferred.
Extrahepatic biliary obstruction caused by metastatic breast carcinoma is rare.
In most reported cases, biliary obstruction was related to metastatic periductal or peripancreatic lymph nodes [1] - [9] . The management of these cases relies on systemic therapy and local palliative interventions.
Case Study
In November 2015, a 51-year-old female was referred to the emergency room in our institution due to cholangitis. Laboratory tests showed increased total and conjugated hyperbilirubinemia (52 mg/dl and 43 mg/dl, respectively). A CT scan showed a common bile duct tumor invading the duodenum (Figure 1 ), in addition to spread nodules in the lungs.
A duodenal prosthesis was introduced via an endoscopic retrograde cholangiopancreatography (ERCP) (Figure 2 ) but the procedure failed to catheterize the bile duct. An external draining of the bile was performed and biological parameters started to improve. Tumor markers, cancer antigen 19-9 (CA 19-9) and cancer antigen 125 (CA 125) were high (121.3 ui/ml and 123.5 ui/ml). The histological analysis of a CT guided biopsy revealed that the tumor was an undifferentiated carcinoma (Figure 3 ). In the patient's past medical history, 12 years earlier, the patient underwent a radical mastectomy with axillary lymph node dissection for a breast cancer. At that time there was no evidence of a distant metastasis. Histological analysis of the primary tumor revealed a 7 × 4 × 1 cm invasive ductal SBR Grade 2 carcinoma. The nipple, the surgical borders and all of the 12 lymph nodes removed were free from malignancy. Essays for hormonal receptors were weakly positive, with negative estrogen receptors and progesterone receptors at 30%; human epidermal growth factor receptor 2 (HER2) and Ki-67 tests were not performed. After the mastectomy, the patient received adjuvant chemotherapy based on six cycles of AC 60 regimen (cyclophosphamide 600 mg/m 2 , doxorubicin 60 mg/m² intravenously every three weeks), in addition to a subsequent radiation treatment and adjuvant hormonal therapy for the following five years based on a selective estrogen antagonist (Tamoxifen). Regular oncological follow-up were instituted and no recurrence had been detected throughout the years.
As the presumed diagnosis was that of a primary bile duct tumor, the case was discussed in the local cancer multidisciplinary meeting, the oncologists suggested a breast recurrence and breast hormonal receptors were looked for by immunostaining. Luckily for the patient, hormonal receptors were positive ( Figure 4 ) and she received a taxane first line chemotherapy (docetaxel 100 mg/m 2 every 3 weeks intravenously) after normalization of laboratory tests. The chemotherapy induced an increase in hepatic biological parameters, we first reduced the docetaxel dose by 25%, after 3 months she had a stable disease. The patient continued to worsen her cholestasis. A duodenal prosthesis was inserted via ERCP and the procedure was successful this time. We decided to start exclusive palliative care due to biological contraindication and PS deterioration. The patient died shortly after.
Discussion
Extrahepatic biliary obstruction caused by metastatic breast carcinoma is rare. In most reported cases, biliary obstruction was related to metastatic periductal or peripancreaticlymph nodes [1] - [9] . Franco D. et al. [10] reported two cases of metastases of the proximal bile duct in women whose breast cancer had been diagnosed six and eight years earlier. In the first of these cases the tumor was mainly located in the lymphatic ducts within the bile duct wall while in the other it was transmural [10] .
Pappo et al. [11] reported a case of an obstructive jaundice developed in a patient concomitantly with the diagnosis of breast carcinoma. After a vigorous surgical diagnostic approach, pathological examination demonstrated metastatic lobular carcinoma of breast in the head of the pancreas, the distal bile duct, and the gallbladder with strongly positive staining for estradiol. Additional hormonal therapy has been given to the patient since the operation. The patient was still alive 16 months after the diagnosis of her disease.
Papo M. et al. [12] reported a case of obstructive jaundice due to extrahepatic intraductal biliary metastasis from a breast carcinoma; the patient was treated by surgical decompression with relief of jaundice but died 5 months later.
Titus et al. [13] reported the case of an obstructive jaundice due to a metastatic breast cancer in the ampulla and distal common bile duct. A pancreaticoduodenectomie was performed.
Coletta et al. reported that a 56-year-old woman who had undergone a right mastectomy 13 years earlier due to infiltrating ductal breast cancer and had remained tumor free, presented at a follow-up examination with obstructive jaundice.
Imaging (computed tomography, magnetic resonance and endoscopic retrograde cholangiopancreatography) scans showed features that were suggestive of a primary tumor of the extrahepatic bile duct. At surgery, the intraoperative findings were also those of a tumor of the bile duct, however, an histological examination showed no evidence of malignancy in the mucosa, but did shown an infiltration of the external wall from adenocarcinoma. Immunohistochemistry analysis demonstrated that the tumor was metastatic breast cancer [14] .
In almost all the cases, the surgery was the best option to palliate the symptoms however the diagnosis was never suspected before aggressive treatment.
Rego et al. reported two cases where the bile duct was involved in the periampullary area and the endoscopic biopsy allowed a preoperative diagnosis [15] .
In our case, the surgery was impossible and the diagnosis was based on clinical arguments (history of breast cancer) and immunostaining (hormonal receptors).
As for the endoscopic approach, large meta-analysis reviewing 2436 patients comparing surgical bypass, endoscopic metal stents, and endoscopic plastic stents concluded that endoscopic metal stents are the treatment of choice in patients with unresectable distal malignant biliary obstruction [16] . In this study, the percentage of the patient having metastatic disease of breast cancer wasn't mentioned.
Conclusion
Metastases from breast cancer can cause biliary complications in the absence of liver involvement, thus making the preoperative diagnosis is particularly difficult. Biliary metastasis should be considered in the differential diagnosis of obstructive jaundice due to the bile duct stenosis in patients with a history of breast cancer. The aggressive surgical treatment can be the best option especially if it's a unique metastatic localization, otherwise, endoscopic draining can give a good balance of risk benefit in this palliative strategy.
